chain nodes : 

1 2 3 5 7 8 9 12 13 14 15 16 18 
ring/chain nodes : 

4 

chain bonds : 

1-2 3-4 3-5 5-7 5-8 8-9 12-13 13-15 14-15 14-18 15 
exact/norm bonds : 

1-2 3-4 3-5 5-7 5-8 8-9 12-13 13-15 14-15 14-18 15 



Giro , S 

Match level : 

l:Atom 2: CLASS 3: CLASS 4: CLASS 5: CLASS 7: CLASS 8: CLASS 

14: CLASS 15: CLASS 16: CLASS 18: Atom 
fragments assigned reactant role: 

containing 1 

containing 3 
fragments assigned product role: 

containing 12 
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INTERNATIONAL ****** 

SESSION RESUMED IN FILE ■ HOME 1 AT 18:45:32 ON 20 JUN 2004 
FILE 'HOME* ENTERED AT 18:45:32 ON 20 JUN 2004 

COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 0.21 



-> file reg 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0 .21 



TOTAL 
SESSION 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 18:45:39 ON 20 JUN 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE " HELP USAG ETERMS " FOR DETAILS. 

COPYRIGHT (C) 2004 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 18 JUN 2004 HIGHEST RN 695815-39-5 
DICTIONARY FILE UPDATES: 18 JUN 2004 HIGHEST RN 695815-39-5 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2 0 04 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details 

Experimental and calculated property data are now available. For more 
information enter HEL P PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : //www. cas . org/ONLINE/DBSS/registryss .html 



- > 
LI 



STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 



http://stnwebxas.org/cgi-bin/sdcgi?SID=4653-1699643352-200&APP=stnweb& 
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0 15 S 16 






7 



Page 2 -A 

VAR Gl=15/16 

NODE ATTRIBUTES : 

HCOUNT IS M2 AT 2 

NSPEC IS C AT 1 

NSPEC IS C AT 2 

NSPEC IS C AT 3 
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NSPEC 


IS 


RC 


AT 


4 


NSPEC 


IS 


C 


AT 


5 


NSPEC 


IS 


C 


AT 


6 


NSPEC 


IS 


c 


AT 


7 


NSPEC 


IS 


c 


AT 


8 


NSPEC 


IS 


c 


AT 


9 


NSPEC 


IS 


c 


AT 


10 


NSPEC 


IS 


c 


AT 


11 


NSPEC 


IS 


c 


AT 


12 


NSPEC 


IS 


c 


AT 


13 


NSPEC 


IS 


c 


AT 


14 


DEFAULT 


MLEVEL IS 


ATOM 




MLEVEL 


IS 


CLASS 


AT 


2 



DEFAULT ECLEVEL IS LIMITED 
GRAPH ATTRIBUTES : 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 16 

STEREO ATTRIBUTES : NONE 



= > s 11 

MULTIPLE ROLE QUERIES ARE NOT ALLOWED IN A NON-REACTION FILE 



=> file casreact 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
2 . 94 



TOTAL 
SESSION 
3 . 15 



FILE 1 CASREACT 1 ENTERED AT 18:49:39 ON 20 JUN 2004 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE CONTENT: 1840 - 20 Jun 2004 VOL 140 ISS 25 



********************************************± iciririci(ir i eicieiricir ^ i( i c + 
CASREACT now has more than 8 million reactions 



* 
* 
* 



* 
★ 
★ 



************************** 



****************************** 



* * * * * 



Some records from 1974 to 1991 are derived from the ZIC/VINITI data file 
and provided by InfoChem and some records are produced using some INPI 
data from the period prior to 1986. 

This file contains CAS Registry Numbers for easy and accurate substance 
identification . 

Crossover limits have been increased. See HELP RNCROS SOVER for details. 

Structure search limits have been raised. See HELP SLIMIT for the new 
higher limits. — — — / 



= > 



http://stnweb.cas.org/cgi-bin/sdcgi?SID=4653-1699643352-200&APP=stnweb& 



6/20/04 



L2 



STRUCTURE UPLOADED 



= > d 12 

L2 HAS NO ANSWERS 

STR 

L2 
0 15 S 16 



RCT 





Page 1-A 




Page 1-C 



Page 2 -A 
VAR Gl=15/16 



PRO 



13 
Gl 
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NODE ATTRIBUTES : 



HCOUNT 


IS 


M2 


AT 


2 


NSPEC 


IS 


C 


AT 


1 


NSPEC 


IS 


C 


AT 


2 


NSPEC 


IS 


C 


AT 


3 


NSPEC 


IS 


RC 


AT 


4 


NSPEC 


IS 


C 


AT 


5 


NSPEC 


IS 


C 


AT 


6 


NSPEC 


IS 


C 


AT 


7 


NSPEC 


IS 


C 


AT 


8 


NSPEC 


IS 


C 


AT 


9 


NSPEC 


IS 


C 


AT 


10 


NSPEC 


IS 


C 


AT 


11 


NSPEC 


IS 


c 


AT 


12 


NSPEC 


IS 


c 


AT 


13 


NSPEC 


IS 


c 


AT 


14 


DEFAULT 


MLEVEL IS 


ATOM 




MLEVEL 


IS 


CLASS 


AT 


2 



DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES : 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 16 

STEREO ATTRIBUTES: NONE 



= > s 12 

SAMPLE SEARCH INITIATED 18:49:59 FILE 1 CASREACT ' 

SCREENING COMPLETE - 73 6 REACTIONS TO VERIFY FROM 8 3 DOCUMENTS 

100.0% DONE 736 VERIFIED 1 HIT RXNS n nopc , 

SEARCH TIME: 0 0.00.01 Lb 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * ^COMPLETE* * 
PROJECTED VERIFICATIONS: 13094 TO 16346 

PROJECTED ANSWERS: 1 TO 7 9 

L3 1 SEA SSS SAM L2 ( 1 REACTIONS) 

=> & 12 full 

THE ESTIMATED SEARCH COST FOR FILE 'CASREACT' IS 102.30 U.S DOLLARS 
DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y) /N or END • y 
FULL SEARCH INITIATED 18:50:04 FILE 'CASREACT' 

SCREENING COMPLETE - 13384 REACTIONS TO VERIFY FROM 1414 DOCUMENTS 

100.0% DONE 13384 VERIFIED 82 HIT RXNS 14 nnr , Q 

SEARCH TIME: 00.00.02 

L4 14 SE A SSS FUL L2 ( 82 REACTIONS) 

=> d 14, ibib abs fhitstr, 1-14 

1 FHITSTR ' IS NOT A VALID FORMAT FOR FILE ' CASREACT 1 
The following are valid formats: 
ABS GI and AB 

ALL BIB, AB, IND, RE, Single-step Reactions 

APPS AI, PRAI 
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BIB AN, plus Bibliographic Data 

S?B It** f CA abStract ambers without answer numbers 

cbib an, plus Compressed Bibliographic Data 

t^oc ALL/ delimited < end of each field identified) 

IABS ABS, indented with text labels 

IALL ALL , indented with text labels 

IBIB bib, indented with text labels 

IND Indexing data 

IPC International Patent Classifications 

ISTD STD, indented with text labels 

OBIB AN, plus Bibliographic Data (original) 

OIBIB OBIB, indented with text labels 

SBIB BIB, no citations 

SIBIB ibib, no citations 

MAX Same as ALL 

PATS PI/ so 

SCAN TI and FCRD (random display, no answer number. SCAN 

must be entered on the same line as DISPLAY e a 
D SCAN . ) ' * y ' ' 

SSRX Single-Step Reactions (Map, Diagram, and Summary for 

all single-step reactions) 
STD BIB, IPC, and NCL 

CRD Compact Display of All Hit Reactions 

CRDREF Compact Reaction Display and SO, PY for Reference 

Reaction Map, Diagram, and Summary for first 

hit reaction 
FHITCBIB --- FHIT, AN plus CBIB 

F CRDREF l irS l ±n C ° mpact faction Display (CRD) format 

FCRDREF --- First hit m Compact Reaction Display (CRD) format with 

FPATR ™ f enCe information (SO, PY) . (Default) 

FSpSh li^L P ? S Reaction Summary for the "long path" 

FSPATH SPATH, plus Reaction Summary for the "short path" 

HIT Reaction Map, Reaction Diagram, and Reaction 

Summary for all hit reactions and fields containing 
nit terms 3 

OCC All hit fields and the number of occurrences of the 

hit terms in each field. Includes total number of 
HIT, PATH, SPATH reactions. Labels reactions that have 
incomplete verifications. 
PATH Reaction Map and Reaction Diagram for the "long 

path". Displays all hit reactions, except those 
whose steps are totally included within another hit 
reaction which is displayed 
So »*t factions (Map, Diagram, Summary for all hit reactions) 

SS Hit pf aC r ? r * ph i CS (Ma P and ^agrarn for all hit reactions) 

lis "" 2 I B R6aC 10n L ° ng (Map ' Di a9ram, Summary for all hit reactions) 

**f T ; Hit Reaction Summariers (Map and Summary for all hit reaction! 

SPATH Reaction Map and Reaction Diagram for the "short reactlons > 

path". Displays all single step reactions which 
contain a hit substance. Also displays those 
multistep reactions that have a hit substance in both 

So-^h-J ^ laSt StepS ° f the reaction < except for 
those hit reactions whose steps are totally included 

within another hit reaction which is displayed 

codes SPla or a / a "L iCU J a ^ fi ! ld ° r fields < enter the field 
codes. For a list of the display field codes, enter HELP DF I E LDS 
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at an arrow prompt (=>) . Examples of combinations include: D TI - 
D BIB RX; DTI, AU, FCRD . The information is displayed in the same order 
as the specification. All of the formats, except CRD, CRDREF, FHIT PATH 
FPATH SPATH, FSPATH, FCRD, FCRDREF, HIT, RX, RXG, RXS, SCAN, and OCC Zy 
be used wrth the DISPLAY command to display the record for a specified 
Accession Number. 

ENTER DISPLAY FORMAT (FCRDREF) rend 
=> d his 

(FILE 'HOME' ENTERED AT 18:44:55 ON 20 JUN 2004) 

FILE ' REGISTRY 1 ENTERED AT 18:45:39 ON 20 JUN 2004 
L1 STRUCTURE UPLOADED 

FILE 'CASREACT' ENTERED AT 18:49:39 ON 20 JUN 2004 
L2 STRUCTURE UPLOADED 

L3 l s L2 

L4 14 S L2 FULL 

=> d 14, ibib abs crd, 1-14 



L4 ANSWER 1 OF 14 CASREACT COPYRIGHT 2 0 04 ACS 




on STN 



ACCESSION NUMBER 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
GI 



14 0 : 167 01 CASREACT 

Synthesis and evaluation of 5 , 7 -dichloro-4 - (3 - {4 - [4 - (2 
[18F] f luoroethyl)piperazin-l-yl] phenyl Jureido) -1,2,3 4 
tetrahydroquinoline-2-carboxylic acid as a potential' 
NMDA ligand to study glutamatergic neurotransmission 
in vivo 

Piel, Markus; Schirrmacher, Ralf; Hoehnemann, Sabine- 
Hamkens, Wilhelm; Kohl, Beate; Jansen, Michaela; 
Schmitt, Ullrich; Lueddens , Hartmut ; Dannhardt , ' Gerd • 
Roesch, Frank 

Institute of Nuclear Chemistry, Mainz, D-55128, 
Germany 

Journal of Labelled Compounds & Radiopharmaceuticals 
(2003) , 46 (7) , 645-659 
CODEN: JLCRD4; ISSN: 0362-4803 
John Wiley & Sons Ltd. 
Journal 
English 
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CI 

H II 

I 

M ™* neurot ™smitter Slutamate is thought to be crucially involved in a 
huge no. of neurol . and psychiatric disorders, such as Morbus Parkinson 
Alzheimer's disease and schizophrenia. Aiming at an improved diagnostic 
tool for PET a new [18F] fluorine labeled NMDA receptor ligand was 
developed that may potentially allow the in vivo visualization of 
?! U H S n 1C "^transmission. The 19F-analog trans-5 , 7 -dichloro-4 - (3 - 
{4- [4- (2-fluoroethyl)piperazin-l-yl]phenyl}ureido) -1 2 3 4- 
af^n^ r T in °^^ e " 2 " CarbOXyliC acid Was synthesized to'det. the binding 

SibxS'a Ki°S 1 12 C nM y f a ^H i ° d i StribUti0n ° f th " Th±S -bstance 

exnioxts a Ki of 12 nM for the glycine binding site using [3H1MDL-105 si<5 

com^ S ° n P± l C ° rtical -mbranes. A log D ofl.3 was de^d for thxs ' 
compd. according to the OECD guidelines employing the HPLC method 

trantT 7 H S1 ^° f achi -ed by labeling the precursor 

trans-5 7 -dxchloro -4 - [3 - (4 -piperazin- 1 -ylphenyl ) ureido] -1 2 3 4- 
tetrahydroguinoline-2-carboxylic acid Me ester with 2- [18F] f luoroethvl 
tosylate and subsequent cleaving of the Me ester moiety re sul tTng £ an 
overall decay-cor. yield of 35% of the final product (i . The 
biodistribution kinetics of this compd. were detd. with Sprague Dawley 
rats ex vxvo for brain, liver, kidney, and bone. The ligand showed a max 
brarn uptake 30 min p.i. of about 0.1% l D /g. snowed a max. 

RX(57) OF 114 - 4 STEPS 
1 l 





Br-CH2~CH2-F 




OHe 



converging _ 
(C13C0)2C0 " 



HCl 
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RX(57> OF 114 - 4 STEPS 




NOTE: HC1 qas used 
REFERENCE COUNT 



18 



CH 2 F 



THERE ARE 18 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




OF14 CASREACT COPYRIGHT 2 0 04 ACS on STN 



AUTHOR (S) 



ACCESSION NUMBER: 139:301299 CASREACT 

TITLE: Structure -Activity Relationships of the p3 8a MAP 

Kinase Inhibitor 1- ( 5 - tert -Butyl -2 -p-tolyl -2H-pyrazol 
3-yl) -3- [4- (2-morpholin-4-yl-ethoxy)naph- 
thalen-l-yl] urea (BIRB 796) 

Regan, John; Capolino, Alison; Cirillo, Pier F • 
Gilmore, Thomas; Graham, Anne G. ; Hickey, Eugene; 
Kroe, Rachel R. ; Madwed, Jeffrey; Moriak, Monica- 
Nelson, Richard; Pargellis, Christopher A.; Swinamer 
Alan; Torcellini, Carol; Tsang, Michele; Moss, Neil 
Department of Medicinal Chemistry, Boehringer 
Ingelheim Pharmaceuticals Research and Development 
Center, Ridgefield, CT, 06877, USA 
Journal of Medicinal Chemistry (2003) 46(22) 
4676-4686 * ' 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

We report on the structure -activity relationships ( SAR) of 
1- (5-tert-butyl-2-p-tolyl-2H-pyra 2 ol-3-yl) -3 - [4 - ( 2 -morphol in- 4 -yl - 
ethoxy)naphthalen-l-yl] U rea (BIRB 796), an inhibitor of p38a MAP 

autoil h- advanCed into human cl i*. trials for the treatment of 

autoimmune diseases. Thermal denaturation was used to establish mol . 
binding affinities for this class of p38a inhibitors. The tert-Bu 

Srkin^rwLch"^' Mnd i n9 by OCC ^^ * lipophilic domain in 

arom rino ^ Vh t** 00 ** UP ° U rea rrangement of the activation loop. An 
a ™ 9 att * ched to N-2 of the pyrazole nucleus provides important 

thrli a ^° nS Wlth kinaSS - The r ° le ° f 9 rou P s attached 

Sto tL atp ^ OX H' 9r °^ P t0 thS 4 " P ° sition of the naphthalene and directed 
into the ATP-bmdmg domain is elucidated. Pharmacophores with qood 
hydrogen bonding potential, such as morpholine, pyridine, and Lfdazole, 
shift the melting temp, of p38ct by 16-17° translating into Kd 
values of 50-100 pM . Finally, we describe several compds . that potently 
inhibit TNF-a prodn. when dosed orally in mice. 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE : 
LANGUAGE : 
AB 
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- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (37) 
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- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (62) 


OF 


120 - 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (63) 


OF 


120 - 


■ REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (64) 


OF 


120 - 


• REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (66) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (76) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (89) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (90) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (91) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (93) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (94) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (95) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (100) 


OF 


120 - 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (101) 


OF 


120 - 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX(102) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (111) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (118) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (119) 


OF 


120 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX(120) OF 120 - 
REFERENCE COUNT: 


REACTION DIAGRAM NOT AVAILABLE 

3 3 THERE ARE 3 3 CITED 



RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



WWII ANSWER 3 OF 14 CAS REACT COPYRIGHT 2004 ACS on STN 



i Full 


llTrn 


Text 


References 



ACCESSION NUMBER: 138:353987 CASREACT 

INVENTOR (a, : S^'^t^'^^ 1 *" " ^e^ediates 

PATENT ASSIGNEE (S) : Pfizer Inc., USA 

SOURCE: ^" S - Pat - A PP!" Publ., 31 pp., Cont.-in-part of U.S 

Ser. No. 919,630. 

CODEN: USXXCO 
DOCUMENT TYPE : Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 2 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



http://stnweb.cas.org/cgi-bin/sdcgi?SID=4653-1699643352-200&APP=stnweb& 



6/20/04 



Page 11 of 26 



US 2003083352 A A l 20030501 US 2002-205091 

US 2002119963 \ Al 20020829 US 2001-919630 

PRIORITY APPLN. INFO . X us 




) 



OTHER SOURCE(S): \ MA&PAT 138:353987 

GI \ 



20020725 
20010731 
2 0 0 0 - 2 2 1 7 2_4 P 20000731 
US 20 00-22 8394P 20000828 
US 2000-229 437P 20000831 
US 2001-91963 0 20010731 




AB Imidazolecarboxylates I [Ri , R2 = (un) substituted alkyl, alkenyl, alkynyl 
cycloalkyl, cycloalkenyl , heterocyclic, bicyclic, heterobicycl ic , aryl ' 
netroaryl] were prepd. by cyclizing Me2NCH : C (CN) C02R2 with R1NH2 in a ' 
solvent, such as BuOH, PrOH, Me2CHOH / or EtOH. I are useful as 
intermediates for synthesizing compds. having pharmacol . activity 
inhibxtrng cdk5, cdk2 , and GSK-3 . Thus, 1 , 4 -dinitroimidazole was treated 
with cyclobutylamrne to give 1 -cyclobutyl -4 -nitro- 1H- imidazole which was 
hydrogenated and treated with 6 -quinolinylacetic acid to give 
N- (l-cyclobutyl-lH-imidazol-4-yl) -2 -quinolin- 6 -ylacetamide 




L4 



ANSWER 4 OF 14 CASREACT COPYRIGHT 2004 ACS on STN 



Full 
Text 



References 



ACCESSION NUMBER: 
TITLE : 

AUTHOR (S) : 
CORPORATE SOURCE: 



SOURCE : 



138 : 254777 CASREACT 

Four hydrogen bonds - DDAA, DAD A, DAAD and ADDA 
hydrogen bond motifs 

Luning, Ulrich; Kuhl , Christine; Uphoff, Andreas 
Olshausenstr. 40, Institut fur Organische Chemie der 
Universitat Kiel, Olshausenstr. 40, Kiel, 24098, 
Germany 

European Journal of Organic Chemistry (2002), (23), 
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4063 -4070 

CODEN: EJOCFK; ISSN: 1434-193X 
PUBLISHER: Wiley- VCH Verlag GmbH & Co. KGaA 

DOCUMENT TYPE : Journal 
LANGUAGE: English 
GI 




R2C0NH' N 




NHC0R2IHR 




0 



NH NH 




R'3 IV 



AB 



Receptor mols. contg. four hydrogen -bond acceptor or donor sites based on 
aminopyndines, aminonaphthyridines and urea subunits have been 
synthesized and their assocn. has been investigated. DDAA (i- R= t-Bu 

D^AD C Tl^ he pfL and DADA R=Me ' BU) arrayS may f ° rm *omodimers, while 

^vfl IL ™ 2 g 1 ven:CONH2 / t-Bu; CN, t -Bu ; CN, Bu; CONH (CH2 ) CH (NHBoc) C02Me 
(IV)] with ADDA (V; R3= H, Me) may form heterodimers . While most parent 

was^ri eS ° nl l Sli9htly So1 ' in std - ^g. solvents, substitution 

was able to enhance the soly. in most cases. The naphthyridine IV 
bearing a substituent derived from lysine, possesses potential anchor 
groups for a covalent connection. Binding studies were carried out in 
chloroform and monitored by 1H NMR , and the binding consts . Kass for the 
heterodimers DAAD ■ ADDA were compared to the binding of smaller 
(ADD) or mismatching (DADD, ) counterparts, showing that the matching 
neterodimer is formed with a selectivity of > 50. 



RX(15> OF 29 




— C-OEt 2-flfniriQPMridine, 
Pyridine 



REFERENCE COUNT: 



L4 ANSWER 5 OF 
ACCESSION NUMBER: 
TITLE : 




33 



THERE ARE 3 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



14 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



CASREACT COPYRIGHT 2 0 04 ACS on STN 
13 8 : 24709 CASREACT 

Preparation of pyrazole compds . and bis 

pyrazole-lH-pyrazole intermediates as antiinflammatory 
agents 

Kapadia, Suresh R. ; Song, Jinhua J. - Yee, Nathan K. 
Boehrmger Ingelheim Pharmaceuticals, Inc., USA 
U.S., 37 pp., Cont . -in-part of U.S. 6,372 773 
CODEN: USXXAM 
Patent 
English 
: 3 
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PATENT NO. 


KIND 


DATE 


US 


6492529 


Bl 


20021210 


US 


6319921 


Bl 


20011120 


US 


6333325 


Bl 


20011225 


US 


6329415 


Bl 


20011211 


US 


2002065285 


Al 


20020530 


US 


6506748 


B2 


20030114 


US 


6372773 


Bl 


20020416 



PRIORITY APPLN. INFO 



OTHER SOURCE (S) 
GI 



MARPAT 138:24709 



APPLICATION NO. 


DATE 

J— 'aa. J. .1—1 


US 


2002 


-67492 


2002020^ 

£-t \S \J ^4 \J £^ \J 


us 


2000 


-484638 


200001 1 ft 


us 


2001 


-871559 


20010531 


us 


2001 


-891579 


20010626 


us 


2001 


-891820 


20010626 


us 


2001 


-920899 


20010802 


us 


2000 


-484638 


20000118 


us 


2001- 


-920899 


20010802 


us 


1999- 


-116400P 


19990119 


us 


2001- 


-891579 


20010626 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB 



Ii™*, 0 * 1 * C ° mp ^-' e - 9 - T > as wel1 as bis pyrazole-lH-pyrazole intermediate 
compds. e.g. II, were prepd. The compds. are useful in pharmaceutic 

2 D I; ^ r treat±n ? disea ^s or pathol. conditions involving inflammation 
such as chronic inflammatory diseases. All prepd. compds. had IC50 < 10 
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provides a process for prepg. isocyanates and isocyanate adducts from 
amide derivs. derived from haloaminotriazines and acid halides such as 
oxalyl chloride, phosgene and phosgene analogs. Melamine derived acid 
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AB IT-TJ 1 ^ 1 Me" "H2CONHN : CR1R2 ; Rl = H, R2 = optionally substituted Ph; 

I (R rl" PrSP • fr ° m 1 (R " H) Via 1 (R = CH2C02Et) and 

I (R - CH2 CONHNH2 ) . I (R = CH2 CONHNHR3 ; R3 = Bz, S02Ph S02C6H4 M( => A 

T ^ :CH ^; C ° CHPhOAC ' «)CPh2QAc) were also prepd! from i (R = CH2 CONHNH2 ) 
4 2 L° tl ff = NEt2 ' N < CH2CH2 °H)2, piperidino, morpholino ' " 

4- 2-hydroxyethyl)p ip erazino, 4 -ethoxycarbonylpiperazino] were prepd. from 
I (R = H) via I (R = COCH2C1). I (R = CONHR5 ; R5 = CMe3 cvcloLxvl Ph 
4-MeC6H4 ( 4-C1C6H4, CH2Ph, 2-naphthyl, 2-pyridyl) were obtained b7 ' 
animating I (R = C02Et) , prepd. by treating I (R = H) with C1C02eT I r* 
= CH2CONHNHCOCH:CHPh ( CH2CONHNHCOCPh20Ac (II), COCH2N (CH2CH20HK f had 
analgesic activity comparable to that of phenylbutazone and II also had 
antiinflammatory activity. 
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NEWS HOURS 
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NEWS WWW 



Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS " for self-help around the clock 
PROUSDDR now available on STN 

PROUSDDR: One FREE connect hour, per account, in both May 
and June 2 0 04 

EXTEND option available in structure searching 

Polymer links for the POL YL INK command completed in REGISTRY 
FRFULL now available on STN 

STN User Update to be held June 7 and June 8 at the SLA 2 0 04 
Conference 

New UPM (Update Code Maximum) field for more efficient patent 
SDIs in CAplus 

11 CAplus super roles and document types searchable in REGISTRY 
11 Explore APOLLIT with free connect time in June 2 004 

MARCH 31 CURRENT WINDOWS VERSION IS V7.00A, CURRENT 
MACINTOSH VERSION IS V6 . 0c (ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 2 6 APRIL 2 0 04 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus ************** 
FILE 1 HOME 1 ENTERED AT 19:43:09 ON 20 JUN 2004 



=> file casreact 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'CASREACT' ENTERED AT 19:43:21 ON 20 JUN 2004 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE CONTENT: 1840 - 20 Jun 2004 VOL 140 ISS 25 
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CASREACT now has more than 8 million reactions 
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Some records from 1974 to 1991 are derived from the ZIC/VINITI data file 
and provided by InfoChem and some records are produced using some INPI 
data from the period prior to 1986. 

This file contains CAS Registry Numbers for easy and accurate substance 
identification . 

Crossover limits have been increased. See HELP RNCROSSOV ER for details. 

Structure search limits have been raised. See HELP S LIMIT for the new 
higher limits. ~~~ 

- > 

LI STRUCTURE UPLOADED 

= > d 11 

LI HAS NO ANSWERS 
LI STR 

= > s 11 

SAMPLE SEARCH INITIATED 19:51:21 FILE ' CAS REACT ' 

SCREENING COMPLETE - 2 REACTIONS TO VERIFY FROM 2 DOCUMENTS 

100.0% DONE 2 VERIFIED 0 HIT RXNS 0 DOCS 

SEARCH TIME: 0 0.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE * * 
PROJECTED VERIFICATIONS: 2 TO 124 

PROJECTED ANSWERS: 0 TO 0 

L2 0 SEA SSS SAM LI ( 0 REACTIONS) 

=> s 11 full 

THE ESTIMATED SEARCH COST FOR FILE ' CASREACT ' IS 102.30 U S DOLLARS 
DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y) /N or END : y 
FULL SEARCH INITIATED 19:51:27 FILE 'CASREACT' 

SCREENING COMPLETE - 3 01 REACTIONS TO VERIFY FROM 51 DOCUMENTS 

10 0.0% DONE 301 VERIFIED 89 HIT RXNS 3 DOCS 

SEARCH TIME: 00.00.01 

L3 3 SEA SSS FUL LI ( 8 9 REACTIONS) 

=> d 13, ibib abs crd, 1-3 



L3 ANSWER 1 OF 3 
ACCESSION NUMBER: 
TITLE : 



AUTHOR (S) : 



CORPORATE SOURCE : 



CASREACT COPYRIGHT 2 0 04 ACS on STN 
139 : 3 01299 CASREACT 

Structure-Activity Relationships of the p38. alpha. MAP 
Kinase Inhibitor 1- ( 5 - tert -Butyl -2 -p- tolyl -2H-pyrazol -□ 
3-yl) -3- [4- (2-morpholin-4-yl-ethoxy) naph- 
thalen-l-yl] urea (BIRB 796) 

Regan, John; Capolino, Alison; Cirillo, Pier F . ; 
Gilmore, Thomas; Graham, Anne G. ; Hickey, Eugene; 
Kroe, Rachel R. ; Madwed, Jeffrey; Moriak, Monica; 
Nelson, Richard; Pargellis, Christopher A. ; Swinamer, 
Alan; Torcellini, Carol; Tsang, Michele; Moss, Neil 
Department of Medicinal Chemistry, Boehringer 
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SOURCE : 



Ingelheim Pharmaceuticals Research and Development 
Center, Ridgefield, CT, 06877, USA 
Journal of Medicinal Chemistry (2003), 46(22), 
4 676-4686 

CODEN: JMCMAR; ISSN : 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB We report on the structure-activity relationships (SAR) of 

1- (5-tert-butyl-2-p-tolyl-2H-pyrazol-3-yl) -3- [4- (2 -morpholin-4 -yl -□ 
ethoxy)naphthalen-l-yl]urea (BIRB 796), an inhibitor of p38. alpha. MAP 
kinase which has advanced into human clin. trials for the treatment of 
autoimmune diseases. Thermal denaturation was used to establish mol . 
binding affinities for this class of p38. alpha, inhibitors. The tert-Bu 
group remains a crit . binding element by occupying a lipophilic domain in 
the kinase which is exposed upon rearrangement of the activation loop An 
arom. ring attached to N-2 of the pyrazole nucleus provides important 
.pi.-CH2 interactions with the kinase. The role of groups attached 
through an ethoxy group to the 4 -position of the naphthalene and directed 
into the ATP-binding domain is elucidated. Pharmacophores with good 
hydrogen bonding potential, such as morpholine, pyridine, and imidazole 
shift the melting temp, of p38. alpha, by 16 - 17 . degree . translating into'lCd 
values of 50-100 pM . Finally, we describe several compds . that potently 
inhibit TNF-. alpha, prodn. when dosed orally in mice. 
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INVENTOR (S) : 
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SOURCE : 



CASREACT COPYRIGHT 2 0 04 ACS on STN 
138 : 24709 CASREACT 

Preparation of pyrazole compds . and bis 

pyrazole-lH-pyrazole intermediates as antiinflammatory 
agents 

Kapadia, Suresh R./.Song, Jinhua J.; Yee, Nathan K. 
Boehringer Ingelheim^Pbarmaceuticals , Inc., USA 
U.S., 37 pp., Cont . -in-part of u\ . 6,372,773. 
CODEN: USXXAM 



DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
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Patent 
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OTHER SOURCE (S) 
GI 



US 2001-920899 
US 1999-116400P 
US 2001-891579 



MAR PAT 138 :24709 



20010802 
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20010626 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB 



Pyrazole compds., e.g. I, as well as bis pyrazole- lH-pyrazole intermediate 
compds. e.g. II, were prepd . The compds . are useful in pharmaceutic 
compns. for treating diseases or pathol . conditions involving inflammation 
such as chronic inflammatory diseases. All prepd. compds. had IC50 < 10 
mM for inhibition of TNF. alpha, in 1 ipopolysaccharide stimulated THP 
cells. " 



RX(74) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(79) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(82) OF 282 - REACTION DIAGRAM NOT AVAILABLE 
RX(84) OF 232 - 2 STEPS 

< : J 

j t-BuO^C-NH 



ClCH 2T CH2*li A 




t-Bu 



V 




1,. HC1, Dioxane 

2, EtN(Pr-i>2, DMSO 



RX(84) OF 282 - 2 STEPS 




C1CH 2 -CH 2 - 



RX(93) OF 282 - REACTION DIAGRAM NOT AVAILABLE 
RX(95) OF 282 - REACTION DIAGRAM NOT AVAILABLE 
RX(96) OF 282 - REACTION DIAGRAM NOT AVAILABLE 



RX(97) OF 282 - REACTION DIAGRAM NOT AVAILABLE 



http://stnwebxas.org/cgi-bin/sdcgi?SID=4894-0448866147-200&APP-stnweb& 



6/20/04 



Page 6 of 1 0 



RX(98) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(105) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(134) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(136) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(141) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(143) OF 2 82 - REACTION DIAGRAM NOT AVAILABLE 

RX(145) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(147) OF 282 - REACTION DIAGRAM NOT AVAILABLE 

RX(148) OF 282 - REACTION DIAGRAM NOT AVAILABLE 
RX<149) OF 282 - 3 STEPS 




!♦ BrCH2CH2CL K2C03, 



HeCN 



2+ HC1, Uioxane 

3. EtN(Pr-i)2, DHSO 



RX<149) OF 282 - 3 STEPS 




http://stnwebxas.org/cgi-bin/sdcgi?SID=4894-0448866147-200&APP=stnweb& 



6/20/04 



Page 7 of 10 



RX(151) OF 282 - 3 STEPS 




1* HC1, Dioxane 

2. EtN<Pr-i>2. DNSO 

3. Nal, Me2C0 




RX(152) OF 282 - 4 STEPS 




1. BrCH2CH2Cl, K2C03, 
MeCN 

2+ HC1, Dioxane 

3. EtN(Pr-i>2, DMSO 

4. Nal, Me2C0 



http://stnwebxas.org/cgi-biiVsdcgi?SID=4894-0448866147-200&APP-stnweb& 



6/20/04 



Page 8 of 10 



RXCL52) OF 282 - 4 STEPS 



t-B 




RX(155) OF 2 82 - REACTION DIAGRAM NOT AVAILABLE 
RX(156) OF 282 - REACTION DIAGRAM NOT AVAILABLE 
RX(164) OF 282 - REACTION DIAGRAM NOT AVAILABLE 
RX(166) OF 282 - REACTION DIAGRAM NOT AVAILABLE 
RX(167) OF 2 

82 - REACTION DIAGRAM NOT AVAILABLE 



RX (168) 


OF 


282 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (169) 


OF 


282 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (170) 


OF 


282 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX ( 1 7 5 ) 


OF 


282 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (176) 


OF 


282 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (177) 


OF 


282 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (178) 


OF 


282 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (179) 


OF 


282 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (180) 


OF 


282 ■ 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (181) 


OF 


282 - 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (192) 


OF 


282 - 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (194) 


OF 


282 - 


- REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (230) 


OF 


282 - 


■ REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (231) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (234) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX ( 2 3 5 ) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (238) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 



http://stnweb.cas.org/cgi-bin/sdcgi?SID=4894-0448866147-200&APP=stnweb& 



6/20/04 



Page 9 of 1 0 



RX (239) 


OF 


282 - 


REACTION 


DIAGRAM 






RX(243) 


OF 


282 - 


REACTION 


DIAGRAM 


MOT 1 


ZiWRTT A T3 T 17 
■rt. V /\ J_ J_i/\X3 ±j hi 


RX (244) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


A"\72i TT 13 T T? 


RX (245) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


A\7A TT.2\"RT T? 

J_i/-i_D J_i ht 


RX (246) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVA TT. ART.P 1 


RX (247) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (251) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (252) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX (253 ) 


OF 


282 - 


REACTION 


DIAGRAM 


NOT 


AVAILABLE 


RX(254) OF 282 - 
REFERENCE COUNT: 


REACTION 

5 


DIAGRAM NOT AVAILABLE 
THERE ARE 5 CITED 



RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 3 OF 3 CASREACT COPYRIGHT 2 004 ACS on STN 



Full 
Text 



rang 
[References 



ACCESSION NUMBER 
TITLE : 



AUTHOR (S) 



137 : 119059 CASREACT 

Pyrazole Urea-Based Inhibitors of p3 8 MAP Kinase: From 
Lead Compound to Clinical Candidate 
Regan, John; Breitfelder, Steffen; Cirillo, Pier; 
Gilmore, Thomas; Graham, Anne G. ; Hickey, Eugene- 
Klaus, Bernhard; Madwed, Jeffrey; Moriak, Monica; 
Moss, Neil; Pargellis, Chris; Pav, Sue; Proto, Alfred; 
Swinamer, Alan; Tong, Liang; Torcellini, Carol 
Research and Development Center, Department of 
Medicinal Chemistry, Boehringer Ingelheim 
Pharmaceuticals, Ridgefield, CT, 06877, USA 
Journal of Medicinal Chemistry (2002), 45(14), 
2 9 94-3 008 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

We report on a series of N-pyrazole, N'-aryl ureas and their mode of 
binding to p3 8 mitogen activated protein kinase. Importantly, a key 
binding domain that is distinct from the ATP (ATP) binding site is exposed 
when the conserved activation loop, consisting in part of 
Aspl68-Phel69-Glyl70 / adopts a conformation permitting lipophilic and 
hydrogen bonding interactions between this class of inhibitors and the 
protein. We describe the correlation of the structure-activity 
relationships and crystallog. structures of these inhibitors with p38. In 
addn., we incorporated another binding pharmacophore that forms a hydrogen 
bond at the ATP binding site. This modification affords significant 
improvements in binding, cellular, and in vivo potencies resulting in the 
selection of Compd. 45 (BIRB 796) as a clin. candidate for the treatment 
of inflammatory diseases. 
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